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Background: Animal data suggest natriuretic peptides (NPs) play an important role in energy metabolism, and a functional polymorphism in the 
BNP gene is associated with lower glucose levels and type 2 diabetes (T2D) risk. However, no prospective studies have evaluated the relationship 
between baseline NP levels and the future onset of T2D.
Methods and Results: We evaluated baseline NT-proBNP levels and the risk of incident T2D using a case-cohort approach (n=491 cases, n=561 
comprising the reference subcohort) within the Women’s Health Study. Women with incident T2D were younger (median age 53.3 vs. 56.9 years, 
P<0.001) and had higher median BMI (29.4 vs. 25.0 kg/m2, P<0.001) and HbA1c (5.3 vs 5.0%, P<0.001) than women in the reference subcohort. 
Median (IQR) NT-proBNP levels among women with incident T2D [46.8 pg/mL (26.1, 83.2)] were significantly lower than among women in the 
reference subcohort [66.7 pg/mL (39.3, 124.7); P<0.001]. In proportional hazards models adjusting for age, race, body mass index, and estimated 
renal function, women in the highest quartile of NT-proBNP (≥117.4 pg/mL) had a 45% reduction in the risk of incident T2D (Model 3, Table). This 
relationship was unchanged after further adjustment for family history of diabetes, menopausal status, physical activity and alcohol use (Model 4, 
Table).
Conclusions: High levels of NT-proBNP may be associated with a reduced risk of incident diabetes in women. These prospective data appear to 
support a role for B-type NPs in the development of T2D. 
